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KOHffOSlTlON OOMPBISIKG GRAPE SEED EXTRAa HAVING NEURONAL CEU-PROTECTING 
IVITY FOR PREVENTING AND TREATING BRAIN DISEASE) 

L^fii ^"91 

s 1^ PC12 >fl5^oi] ^c^«> c}§. ^^>»flH>+ 

. D) €«§S21 iJa^I «^ 6«Df^€-# '3^^> ^f^iS. CSf D^ Afif BS| CAl ^ 

£ 3€- aSc#l -UM 30^^ (A 31 C) -a^l 30§J9L(B 

£ 4fe i 3oI|>H allDja^l § CAl <g^°l# 400BflS 

H 5^ ^'^^^ ^Al 30^^! 30$ :?:oa 

ofl ^oJ«J cj^. 4^ ^o^ ^o}^^ 3fl^*M. :5J>»^2J t+Ejia 
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^"gj 

2000\1 65J»n o|-i^ o|:^i7f *o|:fofl^ ^7l«}fe «l*ol 7.2»>fl o]^.^ 

Z^^^fil ^>8oli4 ^71. o|7> s iOiATj §ofl iflftf ^u|o| ^^01 

oMJl. o|on cfl«V §7fl ^oiutJl ^z}. o]sj«J ^Sjoj tqAjo. oi^t 

^7>s ^6R>M 50oj M°^2\ ^oio| sisig ^>a^^^^»§-i«^^ 

2J«^ A^^^ ^^^€011 Sl«> §oI|>H 2^§ 7|«^»Ja 5tt 

^'A^J ^^^olc}. M«^^%€- 27W «€HS S^^^ sac*. *^v4fe. 

^« ^*^M « '^ safe 5tt^ ii^^o|3. *^L+^ ii«^si 91]^ 
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cQ^oa ^xl^oi ^«|«o| AJ-fcSt ai%2| §^ol ^cts|<H >l 

^aopAlfe ATP Jf*(ede««)ol ^^^d|. i|SI ^"g^^ ^-»oJ 

. -a^^XSi 3Mft|«o| ^ Al^f :9:0a MEfri4fe^. o|# 

-ii^^SA} (delayed neuronal death) e}a ^^-^IS^^ 
(Mongolian gerbil)# o]^^ <^^'^ ^l^iL'S (transient forebrein 

cheaic -odeD^ ^^c^M ^^H^, 5$^^ 4<y J?: oflo} 

ippcavu8)S| CAl ^^oQvH ^jgWIfiAj^^ ^^S|fe ^0.5 i^SlJl SUcKKirino 
Sano K. Acta NcuropatAo/. , 62. pp201-208. 1984: Kiriao T. Brs/a ^cs. . 239. 
57-69. 1982). 

lutaiiate)7j ^^SItJ] S] Dj . o]Ji.]iiy ^^^^0]B7\ >flilflS -S-^Sjoi ilf^ 

. et al.. J UeurocytoL. 30. pp94S-9S5 . 2001)2} *|«-7fl^^A|ol| ^f^rtt^iS- 

<1^^S.M. 27M 7|^o|| (ffon MH. et al.. Bra/a Bes. . B36. 

70-78. 1999: Sun AY. Chen YU. 7. Bloaed. St/.. 5. pp401-414. 1998: Flowers F. 
aoeraan JJ. New ftoriz. 6. pp169-180. 1998). 
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OS »««a ^i^i* ^^7> aoi 

*^«>?fl ^«|« MR^S. FDA $01 Aj^ §01 i«l©e}2D|>g«^^ 

issue plasotnosen activator)^ ^^^ofl^^lS il*]^^ •n-^>»^|3'l^ 

annel blocker)®! MK-801S| <^^^ ^^3.7} ^^o\ SlSflo^uf a ^aj#£.S 

^Lflo^ ^ o ^^^oj ;y<3§;yo| i^^^ oJii^ofl 3:2}7> ^^J-^l^^S 
-il© «?!o| 5q7|£ «>c| Ajfiia|oi ^^7^ slji sil'=t. 

(Grape Seed extract) 6l|^. SiafS it| 
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(b) ^71 ^^o^<^ <g^>aj ^<Lf# 7}t]o\ pH§ 2 la;^ 4. Wj^^ejTll^ pH 

(c) ^71 «^5oq «r 3 iflTi 7Ba. Mj^^e^ju^ «f sbh^si ob^*. «a 
q 3 ^>a: 

(d) ^7l ^^ojqofl s^o, *i|Afa| :7jo. o;,|^fljg yy^^^ ^ 
^7]t\ji oj\^ ^n^^t}^ ^ 4 ^yQS, o\^o\^ 

§ofl o^•^ as*! ^i^^ofl^. ^^AVsmje^ jj: ^##«-IIfil 

7} 8.0 ol«f^ J::t^«fl^oj 4k^a:#o| ^^«>7a ?fdbS|J2.S ^^nflSl pH 

8.0 ol^os 2i^*M ^'^Stfe ^^2.3. 
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so ta^l loox 7J«M wa^ ioor<HlA| «j lAi^i 01:4 24-M^*§^K 

J SSI «7J. jai^^'*. ^^W^WJL. 9^^^ ife >!3i 

^7^3|os ^7) § 7}# 7J# §oq 

SS} ^5 oF^aEfloJB. o}>»J]^. cja^^ol)^, -«l*gs}^:i: #2} 

^ Ml^-S *na§ 7f«M ifi] ta^ sfil. «}%3|«j7afe 2SJ ta^ 4S1 ^a|e>o| ai^ 

^S. SUc^ (Harborne J.B.: Phytocheaical aethods: A guide to modern tecbttigues 
'plant analysis. 3rd Ed., p 6-7. 1998). 

o] «)AV^ 7)fi\o\ Jj:. ^s.oqoi •qA>A.^ ^7\t\lL «J|# §^>!i*M 

-4^71 ^-g^S^^ aS.{F>7/s viaifera L.) . S.S.{Vitis vioifera) , 

aH(K/7/s labrusca), ai(»7//s ripariai , 3.S.{Vitis 
•pestris), S-Siiyitis berladier/i , ^^{Vitis coignetiae full i^t ex 

anchon) . amurensis Ruprecht) . V>nVfliH^ (K///S fici folia Bunge) . 
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^j^o|Ai cAi<3«j2i -a^^ae jisicM. 5i?> -a^-ifla ^^tn 
01^ -a^^^ix^oo sift}o| *«sjfe <4i^r«ja >is«}^ 

^ i^^^ OA'S 3! A|s# 

^"8. nlaflPtck)^ 91 aSOl^Jae-oJaCCreutzfeld-JakoW^ol sacf. 

* S'^oil cfleH 0.001 so $%xs a« 

c}. -^^^§21 ^}^oi 0.001 n]D}«y 5:2}^^ ^sfl-t? 

oj ^ot7j ^a,v ^ 5a°.Bi. so m^^^ »m s.^o\ <y;a 

e ^'^^^ a-s^^ a<3§2| ;«qaofl 
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^ 'S'ssi ^^9^ Si^t}^ a«s *^ sife ^j»a. 91 s\m^ 

no^ o|^a| «*S2. §Hl«iy B|§yS. S. o||«*IH^a|« 

e ^^oil S:Vi\^ 'JJ^oD 

^:»0. <^^^. oflolS© §21 21*;^. 

*«tf'a<HI ^e*^ 4^ 5tt£.l4. (PLASTERS). 3f^^ (GRANULES) . S:-^^ 

OTIONS) . 't};^ (POWDERS) . (SYRUPS) . oJJ:^ (LIQUIDS AND SOLUTIONS) . ofl<HS# 

(AEROSOLS). 05 (OINTMENTS) . -8-^*31^^ (FLU I DEXTRACTS) . -^;*I1(EMULSI0NS) . ^ 
^1 (SUSPESIONS) . ^^KINFUSIONS) . (TABLETS) . -^Aj;*!] (INJEaiONS) . ^-g^ 
APSULES) 31 (PILLS) §iS ^ SUc}. 

ofl^ 31 s-a§si ^ofv^ ^7*21 aiiMj 
c^. i«y as*! 7isj»s *F5a# so «/te(An*) ai^ sm 

/)am^)S.S. -^oi^ *^ sac}. 
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«• ^-ssj a-8S€- "(i^ si ^ass 

^ 9J oIlH^SH1§ §s| ^^^ojcj. .jj^ei 5J o|fi|o| 
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Slop «gsi oie^7W W(?!fia^). «<i 

2| ^. ^r^l-t* 91 asi *7|AI. AM 5So|H pH a^Jfl. y^SJ^ 

ofl ^ "^-gsl 2}<a 5i Hj-y ^S. 3! ojAfl §££l 

^ g 0 tl|;M «f 20 *^^2| ^^<^M -d^Hl^ 3!ol $!^^2|om. 
flt> fil^^ 91 

1. 

<*l ^'^^^ -32. S.^ *2as| on^^ 4^^^«ofl Sled 
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ai'^ftfsai^. lOQgoii sua^si o^ig^^ 7f«>o| ««rA|?i3 

^^EJtf -^M^ *^>^l?l ^ ^^^4 SOgofl #^21 7j*}ol 

2. ^^Mi oD^i^ 

ia-tfAl^l^jH izA\7j 4^$«M * 1/10 ^-ms. ^*a^^M?3m. fe^-i? 

«<HI m>ot ef^*a|# §^ :?!i*M ^-s^s) 

0«§ *^^»^5ac^. -^^^S^ 10 mtSl §<H1 ^^o| ««!|(100 ms ^ 

PC12 Jflaofl C0Cl2§ J?cH«H ^^>:i:«:g# ^^^S^^^^ -S-£t* J^. 
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7\S\ ^»]7\ fiJ£Sl^ 20-24A|^l ^ioQAj ^isaoj^^ >a*|ftM DjolaS^eflol 

0. 10. 50. 100. 500 91 1000 37 X:oQ>i 20 tQTl 24A|^ 

W -"llfi 4*^«>iac». Bll^sq^ nKlitiKzhons Sheng 

otech) Beckman DU-640 o)^*M 

D2y.e dynaaic) ^^2.3, ^Mt)oi Sfeflole CiSjolH^Tfli^^Sl ^S.§ ^^t}^ 

't»:il«^<fl SJSBAJ -frSSi^ «^«}7a ^it^l^^ «^o|^ ^ StlSiS.^ . 

^oQ 2. ii^q ^^^n i^is:^ wvd) 

65-75 «21 a #§Elo> :»1^0longoli«. eerbil. 

r tones uasuiculatus) 60 d>b1§ '*>}-§-*}5act. 
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23 :fi rsf ^t^^SL 55 ao Aj-^*>ac}. ^-^So) ^^ftf:^ *f 

sat:*. o|:?: 7 : 3iS 7\>i<^ 3 X o)^^^^^ 

soflurane . BaxtorA}. USA)«.S ^^oJ^SfSiJl. ^"U^ 7\^oQ 2.5 X oJ4:§^ef 

«M (comon carotid arteries)^ 

neuryu clip. Staelting. USA)# o|$«^o) 5 ^ ^of ^^«}o1 ^ 
^# >fl^^^l3aJ2.D|. *na^»# ^o1«l<»l A|^4^ 

0.0J o] ofl 2J -a^^^ ^oV^g (ophthalmoscope) # o|^eM "c^^^^-feJ^^I 
entral artery of ^etina)S^ ^^t}c^ Bflifl^ 

hiopental sodium. ■S-?^«<J^ . t>^)# J^^' ka ^ 2^2^ 40 ms^] -fr^iS tfl 
Amo^ Dj^Al?] 1.000 n« ^ oflajel lOOO IU§ ^^«} 4 TCS] -^H^^^g^^ 
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aS^ca*MJE(in O.l U phosphate buffer: PB, pH ?.4)S Jl^# t}3ltk , 

^ ji^'ifloil^M 4-6 M^j J^a^ejsact. *Ji^<»| #y 30 X ^as:i *^ 

0 0.1 H phosphate buffer)oQ Hftjofl ^jE^oj^ nflip};*! ^:^o\ ^Sflcf. ol :^ 
E|o|c Dfo|H£e(BlidtD8 ■icrotoae. Re i chert -JunS'^. Geniany)£L£ 30 

^B} ^^o-q (storins •olution)o| #o15U^ 6 % #2l]o|EoD ^o) >^^a| 

^ i^^^ 'g'Oil'M 6gD^A^*^) (hippoca«pal forMtion)7j ^ l+S} i-^J^ 
i^oil #<H5U^ SloI|7l ?i6a 0.01 y PBS£ 10&<N 321 ^^t} 

^4*oll ^At ^^<H § * 2 » a^-a H>o|i^ of^tiIo|e(cre8yl violet 

etate. Sigma^. USA) #^ofl i^:^ ^^S^cf. SBfe Sofl >»qa| 

01 ^Bfoisofl sa^ 3}^si ^mTisjji. §^^og ^ so x. 

X. 80 X. 90 X. 95 X 5^ 100 X *'>-q# 7]^ 3! 3L^^ U>ol^V!# ^ 

unseiAj. Japaii)ol] ^^o\ ^^fij?! Ct*. (Canada BaUea. KantoAh 

pan) *«a*^5ftc}. 

^ C^^^ ^^5|o) SU^ Axioplan microscope (Carl Zeiss 

. Geniany)S ai <^^^ lOOOiflS -^^^'SSJSacf. Ae^^^iS ^4^^ 

^^^KOptimaa 6.5. USA) Af^dfoj ^^t\lL. >y^>*flS^ ?ll^«}5a 

. ^ tflt^ -8-5^>asi ^o\^^ ^^M]3:2\ ^§ -tig 
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Mnrol "f^^^S. fiA|ft}5ao^o|. ?i6a>H ^-«)ol aNOVA ^ 

e {One-way AKOVA tost)^ 4*^ejjac#. Sl> ^ ^ ^(^M -^-e^ 
Axiophot aicroscopeCCarl Zeiss. Geraany)^ ol^eM A)^ «}5Eic4. 

sac}. £ SSI 25mis ^ o^s. i 3S| ai 40o«as 

ta«M £ 4s i^Ejmsacj. s m*!^ -s-^ j?^ 

-a^? H^oQ^i -<aa aw ^^raa^ta 2si a 9i c)3* 

^^SIO). ^^^^O) il*|«>M ^gWia JiM2f7f ^Ol^ ^ 
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si so^s £ soQ Mcjtasact. 

i 5fe ^^?(No«aI). c83i^ (Control). 4J-*|o|^§ S.Sl4^ 
Jel?* 'a«^<pre--ale. pre-fe«ole) 91 

-S^Jofl^ 59.6 X. 57.4 «o|oi. :9:og fiH 

Jf<*»?^ -y^^Sl -tl^^fla •S9!<H|>H 51.9 S. 71.9 xo\ 

50-60 «1 i^. ^^>H1X i5:2:3}7j ^^^^SJoq 

na^ 3!om. 

o^e^Al A]^^ifl >««ita *«^c| as^q ^^§01 ^Agofl 
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2| 2|2t 100. 250. 500 91 1000 n/ks^l J^: 

4^ a^oOAj AJ^^J o(l7f n}ZiS: SlStt^L 
3i^af -acfr^ 5*0^^ 4. 5J5ac*. 

ICRMl m-^iJ; (§^7fl 25 ±5 8)fi» ±S:^D. H^^l lODlEi^^N 4? 

S i-l^ol ^ ^go) ZJ^I 25 . 50. 100 ^ 200iis/kR2l #^0^ 

£ asaa caa^af igcj^ ^o^^ 4* asact. 
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0.8 as. H£«B»e|^ 0.1 ^^^^^^ll 2 mt3\ 

■ 

-^^oO 12} 200 as. 100 n. 100 n SI >:Ei]o>€^ 

-a>tloa IS\ ^'^g 100 Bg. 50 IS. 50 Bs. ^3 2 w 31 i^iEa 

EjAv ofaUl^ 600 ^«eu. ^^ofl -^^^M y^^e ;«flil>c}. 

-a^loq 121 1000 as. 20 «. ol^jj^ 20 g 31 ^^2| Zj)^ 

# ^^4^<HI 7WoJ 100 me# ^'^'Soil ^^t\JL "U^^]^ ^^S^ ^ 

^>^|ofi 1£} 1000 08. H|E}ol A Oj>flEflo| 

70 u&. E 1.0 ng. Bl 0.13 as. B2 0.15 ag. B6 0.5 

. alEjDi B12 0.2 «g. «|E}Dl C 10 ag. «1j2l11 10 i«. MS1J<l>oFd1H 1.7 ag. <a 
SOiig. ^£^^> 0.5 ag). ^71^ *W ^^(%<+^l« 1.75 ag. 't^2^o^o1 

.82 Bg. ^^^DfaMI^ 25.3 ag. W]lol^^^« 15 ag. y^2*>l^^^ 55 ag. 
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90 n, 100 n. ^fiJoJaU1^24,8 mi)% ^WJl. 7lE* ^#«7j7fl^ 

, ^^^M^ Xla««oO njst ^7IS| ct*. 3JSI« 

^'flofl ii»ej >!^<J*iS ^3i<HI M^V 4* Sttcj. 

^AloQ 12] :Q3i^^^ 1000 IS. 1000 n, §^^Jl^ 100 g. aa>^ 

-^^-q 2 8. E}-?-^ 1 8. ^^^^ 7mo\ 900 ne^ m^o\ ^^oj :^ 

^«oQ n»BJ ^715| 1>^I^^§^» 85X:<H!^ a«} Jf. 

#oi^ <^3»*M 2 e)Ei -8.7100 ^ ji§ 

5a:^^K ^'S.^^F. «-i ^ 7|±ioii h^e}^ a »fl 

Sgsi Ml 

o|-» Hjaj ^oi. ^ aiE*! ^'M^^ ^-ssl^ -a^wi 
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SJfe ^ 1 : 

(b) 4^#*J?oQ ^AJ2J pH 2 ifl^ 421 i^^f 

(c) ^71 ^^»§ofl ^^Ml ^ 3 ta:M «^ 78a^£| ofl^^. Dll^^ §2J 7^ 

i=^V 23 
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i'^V 3j 

ick)^ 3Soli'S^-ota(Creut2feld-Jakob)»S^ ^Hl 
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